<i9>h#bw«w? (jp) 02) & fi§ |^ & $g (a) aimimm&mm^ 

#W¥8- 283282 

(43)&IBB ^PfiE 8 ^(1996) 10^29 B 



(51)Int.Cl. 6 
C 0 7 G 17/00 

// A 6 1 K 39/02 
39/05 
39/09 
39/095 



F I 

C 0 7 G 17/00 
A 6 1 K 39/02 
39/05 
39/09 
39/095 



OL (£20 H) *ftHfc«K 



(21) fflH#^ 
(62)#9J©«* 

(22) ffiBiB 

(31) «jfe|fcfegg#^ 

(32) &5feB 

(33) «5fc*fc£!IB 
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1986^ 5fl50 
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(71) WIS A 596017934 

— -ry H 

7^U*^Ra -a— 14623 
30 

C72)«W# 7>9—V>. ^'Ja- 

7^U*-a-*H "a— 3-2?jW 14620 

40 

(74)^ax #a± *&*t 



(54) [3gSicD=frffr] 3SR# U T- 7 7 ^ * > h ©SjfcK* 



(57) imm 

mm: mm^tifz^&m^m^^mmz^xmm 
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mmmcrMM] 

[000 1 ] 
1 ■ %HJl<?>ftS 

[Haemophilus influenzae type b ] „ lyx'J^f 
7-3'J [Escherichia coli] s f>f-feiJ7 ■ — y 
^^-J^X JfllJf :?7F— 7°Afc cfctN'C [Neisseria meni 
ngi tides serogroups A and C] ,. XM/7°f3 
v#X ■ -jL-^XjfiL?f3[3, 6, 12, 14, 1 
9, 2 3 i3 J; V 5 1 [Streptococcus preumoniae se 
rotypes3 , 6, 12, 14, 19, 23 and 5 1]. 
%t>mz^x.— Y^1-?. [Pseudomonas] ^rf^#tf*H 

[0002] 

2. g&BJjgrfflS 

«WS*ut«*«BieR!KU^- (CP) ttflMSLfch F 
r^M^'Jv-j meteor 

n ^ Ktt^£Wtf>tt£*s i V JJEfc^l* t-fc J: d =3r«JSl 

F 1 ¥ t ft -i> ^ffiMtt (cjoV^T jEtttegftrt £ . 
f»<-^*>ii, XM/7l/3 7 W • ~ jl— t^xifiLJiM 
3 [ Streptococcuspneumoniae serotype 3] JjJ:t/ 
^M-tUT ■ ^ — y^^XSSS.m7"^~y°A [Neisser 
ia meningitidis serogroup A] b<7) cfc "5 t^fiJii 
^ffi'ffiT"^-^, M-SttSffi [encapsulated bacteria] 

t^^«M"'Jv- (CP) fcS«-ft«8BM8tttt, 



CPli, -^^/fx ■ >fy7^xyfb I, 

■ -a-t-I|L)^6j3j:t/l 2, Srfctf 

4ftilEfc:tiV^Ttt>lffl»ffi»*4-i.4CPW«f:L , r 

too 03] 2.1 vpi-yitz&v&mmk lxo 

X^mX'fo «Sg^5r3a»K U tff » FT v > 

4. M*.f3'*ffltffr£S 4,220,717-^(4. /FX ■ 

sStjKU y#>7Py fF-/F *7.;7j;-h (PRP)O 

C *HWff^ 4, 210, 641#t4. 200,000 0 
*§&J!.5&»W-#?fi£*U LT^fc LXffy? 1 — 

^^yk^-t^^^y ■< )vx ■ y7;i/xyf (7)^ 

[0004] MA*^Bf^#*-\ i 9 ±V>feffi^«jCaF 

U v - * M^r»^*3 v vc fflflj L X ^> & . #J t (f *EBW 
FFJS4 , 196 , 192-^ii . fffiR § ix^^ PRPfei 
#7l"TT - 5 ■ ^ — ^7 [Bordetella partussis 

] mnz-Stiy y^-yZffl^Lx^h « miWMZM 
fcl^^^*ta< i>cr>X'fo~otz» 

[0005] 2.2 m.-sw-z^-thv^i- y 

ffef)W^#^*>{4. ^fc>«9>S r ffl*S&S [carrier ef 

feet] \,zk ^mm$L*mfr&m^z3o\^x , mmxv 

V-«fi{i|s^yA7f^SA [conjugation] Srffi^ 

JL? X^) *y?)V X-riisy 1 52:3 6 1 — 
376 ( 1 980¥) [ Schneersonet al . , Jour 
nal of Experimental Medicine 15 2: 36 
1-376 (1980) ] {4. ^7 -f )VX ■ 4 yy>v 
iyft ;KUV— - f yAJ-fl^ft: [conjugate ] 

tiK ^7 -f/l-x • y^/kxyifb ti^t^l&Si 

TtffftU S^JfllMr^'Sy. Xy'Vli- ^isT 
— y [Limulus polyphemus hemocyanin] j;t>"y7 
-r l> T «» ^#tr« xr « ^ y v « t O^^H^ ij -7 

«t"S>s. «-^<o*i£tt, 7^eyKyt F^^F^t" 

[00 06 ] y—V-^. ^F. S^ays'-f -fA 
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JlV. 1 65 : 1 7 1-288 ( 1 97 9^) [Geyer 

et al . , Med. Microbiol. Immunol. 1 6 
5 : 1 7 1—288 (1 979) ] wjtT<J\Uz 
J:otl)l>;i/7'yX7 • —j.— X [Klebsiella 
pneumoniae] M.M£M7 >b CO— bn 7i- 

t act: , TVii 77'jy^f^t;« $ fifc 

[0007] 

*6<7)¥®] 

3. %Hg^aiB 

[0008] *«^^«HaEIiCffii^*l4 . » u 

mmm ( mum 3 ^ssm * tzimmcnmmm t i 

4) £«fcoTJ£j£§:fl1i£. £<7)W£#M:. y77*'D 
[0009] #»8<0#EflEKtt»d#li. t h^tr^ 

[ooio] znf&aB&m&m^ wm&w-n* 
* * ftmoj^Mstc «t e £#tt«sfefc*w- s # 

»^v^Jl«Ofl*<0lHB^aflEfl:t&to. 5 6 14 

P - - h n7 1 ^;l-xf ;17 S y^J; 3 ^cift 
[0011] *«(c, *«0J^^ffiMtta^{4. MM 



[0012] — 3r, ffi#:±<7)3DK^ >jv-75 yy y r- 
C P 7 77 y F ^ tt^SMWC P^Kt ^ 

c p *:r$-sate#0>c psweaEj: o ltjh^ 
*w$r r a^sam j fcjfijs t $ ti 3 s . y y > ^7 mm 

mLtzffimmz*tt&%&k ^ l ± tzm& m§ix-g» . 

[0013] IBttS*i.fclfi»tKBW&fcft^^!6«3rS 

<os^*{i . M^it 'J7-77 yy y b ^STf:* 
S-ti-T , fifty yrsfmzit^mS Ltzmmtf U v-co 

[0014] ^< t fc 1 o^)ji7C*ffi^*t--S»KM14 

«, 7;t/ft K*ffi^lt, :«i5^77n-f|±, 

n„ £<7)J;3^JP7j<7>M(±, /yny^-t'tiot 
«t^fSeHtffi*W^ff=5r^«^3& J . £«Bffl{4. * 

U7° b 3 -y ■ — jl— ^E:— X8 [Streptococcus pn 
eumoniae8 ] ^k'Wj: o ^ritKW^^V^^U V 

-fcPIS§fLST-*>6 3. iwu; &jn*4M!Wi, y"'J=? 

^gtt7>®^ [branch linkage ] 

{iRg^StiSo ^tf^'^y^x-N. y;i-7x-bS 
itiixyf 3^yu 3 ^ Kftiiastitf-iJia 
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[00 15] *4«tf>J8RjKU*?— tt. ifla^SBS (4 
£i*R£e>iKSIK£ ) fc 4 0 Wm?k9:tf*?-t\ 

ISani*4hWt;J:-Str;Ub*yiE. PISS. <¥BftB¥e>lfe£ 

[0016] Ztnm&tfV^—fimfcttMZizXtifiEl 

rsvssirr*) ^mtfy^tm^m&mm, 

K<n$Mfr=Hft&ittJ izmit L T ^ !> 1 ffl & fz it 

7 5 ^ > h com& . 9 y> n° tmzft-f & t/m# y v- 

c»ij D . «^r#:««*lfflj£fc 4 tXfS3g*^*j h . 
[00 17] »*: | J7-77^>'b* i 7^yN 
( Mi.(«^K«*«ia»^b h'n^*«ig<ffclWS<7) 

KSi: LT ) <^*CflflK-ft2JK5r< t 1 

5Et 4 y £*TC* & . MMtf 'J7-75^yMi^ 
t7 -f • 4 yy^zny-fb W. lyi'J^fT ■ 3 

tHM-tyr ■ y^ffyx, xhUTba^^x ■ 

-■>^-XJJl?fM3. 6, 12. 14. 19. 2 3J34 
1^5 1 %i£t£X M/7h3-y^X ■ til, & 

[00 18]I^I1 y A 7;k'yWl/^ T—7. K 
A^7^X. 181:542 — 549 
( 1977^) [ Schwartz and Gray . Arch . 
Biochem. Biophys. 181 : 542-549 (197 
7) ] <F>mtT^J\te°X2^X\fZ£r>X'ft+£fr>i\h<, ffif 



-& «= t «> tzith^v-t wmstx y 

[0019] ^TVtfnvvf Fix- W^ry (&5W4 
{-oft&lfc) n, gn;«ifij-7-77^yho* 

>- > y 7iss [ schiff base] ^^comm^miKmm 
TtrntLximi-z, c\<7)i.r>%4^ycD 4 m2co&w 

f i , l^i%t/;S(;» 'j7-75^yh tcss 
[00 20 ] itt(9>x.t. vStt^^^'S*l»p a n ^-a5 

^m^mm^^txhi> a ft**s^oiffli(4. ^j^ 
^m^mmthm^xn^mn^thSMmm^ 

[00 2 1 ] ff* t^fifls^^^ini, ^V^PilLKlft 
7 t- y Tfc 4 tMfiM h ^ V >f h' {4 Jin <7)**^}t^ 

lt y as* t><o*c* 4 k: t> ipfrk t>~f. ajja 

Cere L X I4*/Wt S iltv^. 

[00 22] rffl#:Jj|^j fcfcV^T, »V^LK(4, ffl#= 
t LT<7)4 Omv^ftW (^*>"^s SW^^^W) t 
^S-tirS-rt^^oT. Ztlcoft-XlFtEthZ.*) l>& 

■&mmm<%&. mm^^tmw^x^e.^tix 

*M-4SW>6*utiBSfc:BBLf rj|SMS*ut [prime 

#y>f Yxmmmzftmvmztih. c\tm>uz^ mt> 

ho. 

[0023] mm. uncomm? y^Kimmmt 
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t £¥<7)i.o*cfo& n^mmmmii . i ft £> # 2 ->^gp* 

J&^fifjfcSfU ^(O—JJ ( r IS-& [binding ] j +r7a. 

->y M #\ nf|Li&%MSIffi^S^f-ft^03il« 
*n?j£*LT^ft fcn3£i:fc:*jvvc, $£>&ftfllj5£ 
*fft. ti^ti^ttl ZcoXotc r»^j y 

ft KM i 0 JMIWfc— § * ft & tf>T& * 

[0024] Mm#v~?—tfM-&zti&tm?y<7'x 

HKJ£4Wj ^fcteCRMisDfJfftT^ft. CRM 197 

cDo£>&M i<7}T'£> ft <! ftBt^HWii 
ft. 

[0 0 2 5] CRM 197 y^yjC^j^trTftrJU^Ms; 
^f'J ^Ay'7f 'JTttC 7 ( Corynebacterium diph 
theria strain C7) (y9197)(4, y 'J — ^FiTOn >y y 

ya> (American Type Culture Collection) t£i8Fi£e? 
fttfc 9 , SfE#-f-ATCC 5 3 2 8 1 jWSfrCV* 

ft. 

[0026] ^K*°U^-^M««*^0»^{±«tt 

IBtt* 1 * ft . £*i»9> (c § KJB»ttfl:*^SIfc § ft 
ft. ^ yA7f if^olittftli, yy^yw^ 
Mr 5 ystMJE-rft*/yv'j y§rffl^ft &<z>t* 
ft. a«*tt#, £^c#H;2ftft. S4>t4fcg»W 

ft t, 0 , * LX z\cr>T7'v-^-Tcom±cr>m^ 

[0027] $>h\mt.tz. ^mcommiz. mi^uv 
-AvO^omifc . mm<?> h^vj v% »r ft tzMz 

*>l^y>-T«tt^$ftf#ft. LfrL&&t>* Ttbn 

t coKJcet*^)^r®iir s y *«ife*ffiM-r ft . £ ft*?> 
x^tc^t^o c\thzsiux . mmtcm&z^h . § 

^^ftflJ^JiCRMM^iftffffl^fc^TM^^^W 

[0028] iaBE^Wfc^!fe?MWR fc t'feft CRM 
197 <7>*§-£\ U y-c-^oMH <La»L3r#6, ffiiS 
Wfrtfti&Ste&v^ ) 

t<7)T-£>ft. £ft<3. *>6*f«flHttc J: ftfl-jStcMif-ft 

-if^mmta x v/& tztemmiz x ft mm^zmmtt 



i> ?)Xfo ft t <?>ft ft ( IFF ^&ffiKtt« , 1M Xfc 

mzmm-tz) . 

[0029] -r^T<7)±ia<7)ii*^j: o , iRffitatJitf 

y'7f 'J7i**\ tm?>^7mt LXM&coWtiX' 

ft&«*<9fl&cD*>eo(i, 'Jy'rUTtiXZ/mmfsLXM.iii 
^titz^^oymm^LX^^Xh^otjK £ft^> 
Sr ffifflf ft fcft^-t^flfi^fEaW^Site* 1 * ft *fft 3 . 
Witf. £ft£>#, fflfri; LTS ^fcj: 9— JKfcRWC 
3b ft , * ft i >f 2«ig8H4#*S L v vfr if T"£> ft . ffitt fc 
LXco^coi&coWmii. yi-RW, 7?7^U3 

[0030] v^^yimjrthfzisbcom^imm^ 

(CJi. 'jyiW-hU^AWrfllftB* (p H7. A) h 

ft v ^sp h 6 X- v ym-r h v *? j^mm^u^^zmm 

^titz o . 1 2 5 M u yl7;i- $ — vj* y^^x/cri 

%Mcr>mmm®.foi>¥MRT9Qt>ivx\^, HRWfc, 
%}5—ffil OOjug . *fSL<{4*Ul 0 — 5 Oxig 

«^ U v-^Mt" ft *3&5r K^Kfls* 51 £ tfJ-fo 

^-i ^tLtzm.Mco^\^^-m^mmtb tx-^t t> 
ttfzm&toffM ts i o i flHx^: t co-cfc ft £ t a*fas 

[0031] ^HBj^^y^yii. imn^cowmi 
?\xm^ma / z^^x^^tin, ^txmz^ ^ 
7 4 )vx ■ -f y7/t/x/fb il y^r • =? u , 

v^xmmmz&^x3\%mc\ZKh^m%\MMz 
*j tt ft ^JMsasfttcwf ft nm&mt *mm~t ft c 

Hffl^iift. 
[0032] 

[^Bjonss^®«] 

[0033] 
[Mifi^J] 

5. H»J: PRP**3l7E5|dlHfe^C*4, *<%v^ 

^7-f/w ■ ^fy^/pxynf bMco^JP^Uv— fi, 
«fejgL#ffi [ - 3/3 - D - 'JxKv-^ ( 1 - 1) U h'h- 
;K5-*X7i-M -] (PRP) Jtt^Itt^ 
U-7-f'fcft. HRK, PRP^gt9D*^ilf(i, 
-^«3S7CU^-X^^ftib^2 54^L**iJ2rFte 
m-Tft * T-lf^ixft . ft^iifc-f-f X1^7 5/^ 
yhti, ft-^<0Jt*t, M4^ft-f-f XSH07 5^ 
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a. iJ#-X28. bw&'&^'t&l-Y U^APRP 
(KK-i-ao. 0 0 6%) 0|©P4^\ «»CitJR$;fi 

T 1 2 5m 1 S=ft77X3t:tJ^t^§l9 . 2ml 

b. 0. IN H 2 S0 4 1. 0 2m 1 &toz.t>tl 

fc. 

c . M'|4-fbPRPi0 0 . 0 1ml 

g 1 g 



f . -9->-:7VM2. D - U ^— -XT'S^tStLfcT;!/^ 'J 
tt^^^ry«fe(III)llfiifefc:J:-3"C3l7C*fcWLT 

g. dgl*#^) t^o'lvC. Xf77d*i 

f . Xr'y7°c ^MiM § tit (6^-ryr;u) . 

i . XT-yTfipm&Ziltz. 

[0034] 



3ft 
6ft 



0.4 2 
6.0 8 
9.6 6 



4 9 3 
34.0 
2 1.4 



isjfi (^i«#es) ti, m*ftmcom<k*-w < 1 - 

WfiS«ii2 l . 4^yv-Jji£L -r&;b*> ( 'Jtb- 
;t^- 5-*X7i-N - 3- UjK-*> X*fo&Zb £^ 
Lfc. 

j.lN NaOH 0. 1 0 2 m 1 IfitWt £>*U t 
TpH#ffi^fcJ:-3T»tt$;tofc <*7pH6) . 
k . tf»ftS n^Jn*4h»^3^«ISiat6 § tut . 

1 . A-f - ^*/UP 1 0 [Bio -Gel P 10] (A-f^ 
77N yn-^p-f 7 b [ Bio - Rad Inc. ] #'0 . 

1 M b U xfVL-T A T-fe-r- b *T"Wft.£ 
*U * LTlttg 1 . 5cn^OVl^77^-*7At 
, 9 8 cmO y>Hfifif 3 fc . 

1 2 « 



m. SaSteWWfcSftfcSlttff (Xfy/k) 7j<2. 7 
m 1 T'^KW^iX, f LT1M1 UXf/iryt-^A 

r-fe-r- 10. 3ml tfinx. feiut. <r<7)$8S(2f&$ 7 

t iiffl § ti-e t t 3 . 5 m 1 mft^mzm 

n. UtfS'JWasi^aiiHitt, D fcWPfcb 
^tl^ticr>mftcr> 0 . 0 0 5ml if >-T;^«t^K i 

3 o<7) r~;v^^m § n , -e ltrt— jha^'J 

[0035] 

























©flail 


L 


15-18 


5 7 7 


3 1.2 


11, 000 


;£ 1.08 


M 


19—23 


7 4 4 


1 8. 6 


6, 800 


1. 00 - 1. 38 


S 


24-34 


118 0 


9. 1 


3, 400 


1- 3fl - 1. 99 



[0036] p . ^T-;niaagaa&3*u *iomi 

•CB*=f&3*U WiSMffiMSft, LTtR 1 . 5mlt 
B*5ftS#lfc. »fA<7)?§M 1.2ml j&^-f ^ni&MJ- 

PRPOjl7C7'^^>-b / \gOCRM iq7 tfoa-^ 

a. aiaa«SfllSilfc7 9^yhL, Mfcit/Sfc^ 



ifcfcttfSH)^ >Jy|fc!rU^AJf«iRpH8, CRM 
197 2. 7«fcJ:tft h U 1 ^ A y7/t;nA^ H^-f b 
4ig*«J6SllS^ -tLT*BF«EJI**0. 2mlfcj:VU 

b . R*l*feB3te- L3r**& 3 7 *C7M > * a.*- b 

c . is mmmz. ima i o o o gt 2 fl-raaMMj- 
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ztitzmz, »n i m i vxy^ta mmtzti 

tz. 

5%imhtzh<r>t^ti^ 4 °CX" 1 $fe 
5%S&fa^|gT>' ; &- l 7A0 . 4m 1 T"3Hia^£ifU 
III filfHCRM 197 - PRP - L. CRM 197 - 



PRP-M. CRM 197 - PRP - SH £1/CRM 191 
- Cty^VZtlfz. 

f . tmwmt, visT)vy$. y^mrnt ixm^z 
y * j yy x y-^mizx^x 9 y^mizmtx , 

ffltKfttt. PRPfitMttOlLT. hh 
KP R PtA^comm^ixtZT^mco PRP ^$§-£-£|fflj± 
-rs-en^^ofg^ (5 0^g^w^f/mi«ii(; 

[0037] 



3 il 



>^^PRP 0.5ng/ m 1 
>^I*C7)PRP 5ng/ m 1 
CRM 197 -C 
CRMi 97 - PRP - S 
CRM 197 - PRP - M 
CRM 197 - PRP - L 
z\<T)£ ^(:CRM 197 if:pRP77Wyb^ffST 
T y T J i£xv\ A F 7 -f H C § ^ § iMBMft^ 
Stil 0 t'^St*T-& -3 ^t:*tL. PRP77 7* y Y 

t«cRM 197 om^<mM^Ktz-t'^xo-)^o-)\±^ 
tjn^m^zimvh-yfz. 

[oo38] mmmt. «^^*«hp r p t l 

*{im4^'7S§tLS 0 PRP*fB3^fciiCRM 197 - 
Cffi^fi^to7tW, lJlPRPSL*tCi3^S^ 



28. 1 
6. 7 
0. 9- 
34. 3 
2. 0 

2. 5 

3. 9 



(ng PRP IfflMftSM/ 



0. 0 
0. 1 

0. 08 
0. 0 0 6 

ho txmmT^^mm^hfzhLtz. 3Icocrm 

197 - PRPm^w^-fti^-^l^ixfz^^t. 

znznnminmzmftviicoMMz htz^t. 3mm 
<D&M<7>m<7)Mm±, mum i K) i> l o o ofgtTv* 

fthOTfoitz* TK^iXTV^V^SI^CfcV^T. CRM 
-^ttswttfcsgsfu -eLTfitPRPDi#:*!^L^ 
[0039] 



(8) 



8 3 2 8 2 









Y %%% 


n gf/m 1 , 

B *** 9"** 


_10 


1 . 


PRP 


(MW10 5 ) 




<10 


12 


28 


40 


2 . 








<10 


<10 


27 


26 


3. 


CRM 


IIT -C (*fflfD 




35 


25 


31 


36 


4. 








16 


34 


40 


48 


5. 


CRM 


1ST PRP S 


0.015 


19 


930 


26, 000 


48, 000 


6. 




u 




<10 


84 


23. 000 


31, 000 


7. 


CRM 


1 9 7 - PRP " M 


0. 0069 


<10 


37 


2, 500 


11. 000 


8. 








23 


11, OOO 


49, 000 


150, 000 


9. 


CRM 


1 1 t ■ PRP -L 


0. 0020 


14 


73 


3, 700 


2B. 000 


10. 








<10 


340 


9,800 


76, 000 



* StMfti. WU*«f=jF**$vK7r-A.* [Dutchland Farms ] 
-i?»7V^7^f h [New Zealand White ] -e*-o^ 0 *ft«l<0||S BaltftT? 0.0125 
Ml) vi*T^-*ApH6 £D 0.6m 1 4"t^W^7fy7 b + V>f 

K C^-f-^a— Ir-y^f^- h ^ > h*-7'<-7V v 9 ^)\>^ [Massachusetts Dept. of P 
ublic Health] 40L t &&.T&M2tltz a 

©7? f y(i 0.5ml ; a ^<>ifl-^*nfc^ v^#25/< kT£^*: c 

&mwz a ?u*snfc*»«>«x a H^ia^^PRPi^^4Sfc^$u^^,};os^$ 



[0040] *£flsfc: J; oTSMSftfcfiEP R Pfii*^ 

Ig65^ |g 885— 891K (1980^) [Anderson et a 
1. Journal of Clinical Investigation, Volume 65, pa 
ges885-891(1980) ] COjj&lZ X o T'Vfc 7 J )VX ■ >f V 
7/i/Xyf b^Eag [H. Influenzae b strain Eag] 



2) 3 0^ffi»coa. CRM 197 - PRP 

If- 3^ W± 2 fcr fc if 4 o fc . 
[004 1] 











30 










mm 


3 


CRM 197 jffig 




<2 


<2 


4 


CRM 197 £f{f3 




<2 


<2 


5 


CRM 197 - PRP - 


S 


<2 


12 8 


6 


CRM 19V - PRP - 


S 


<2 


^2 5 6 


7 


CRM 197 - PRP - 


M 


<2 


1 6 


8 


CRM 197 - PRP - 


M 


<2 


64 



(9) 
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9 
1 0 



CRM 197 
CRM 19V 



PRP 
PRP 



L 
L 



<2 
<2 



64 
3 2 



6. »W:CRM 19 , tmPRP77^> 
CRM.a, - PRP - S#2^Afci:lfB<7)fli|i| 



o . i5mi a^jxmjn* immimmmMi 

b. «A(i, 2MUy^U t 7Ail»SpH8t00. 
015ml, 0. 01MLJ yfgtf- b U ->AlI$p H 7 
4 ) <5 r )5mg/m 1 OCRM 197 COO . 1 m 1 „ $5 iXf 2 0 
Omg/m 1 ^NU^v'TVjKwvf VyJ h'CDO. 0 
15ml 

c. tBtigEpHSCDiHWJKO. 00 2m 1 fcit^R 

crm 197 mmo .imi ft t>tifzmm. 

aaajW63»s*ut. i«ia*t±, #o . oismi -en 

?®§:fU -?-tTlSpH8^fflrii$0. 0 0 2ml^te 

d. 'gAfcit/BJiS 7°CT"1 3 HPeIM y^j.^— h 
Sfifc. fBCSLTyTy^oA^ KO. 00 
2 m 1 #;3&(C*Jlt3*Ufc. MXWte, 3 7°CT-§^> 

3 H IBH >-^r a <- h S fufc . ( jjbk I, fcE(E8*fc 

e. At s *0. 0 6m 1 HXT/mafiSMTy*— *7 
A (SAS) 0. 8m 1 5&iJUi.^tLfc s B«±, ?J<0. 

1 7 5 m 1 ^it^'SAS 0 . 8m 1 tftoi t>tl1z<, 

mm 



t 8 o o o gt2 oftrm>bftwztitz„ ±&7>mtm 

g. itMWt. 8 0%SAS 1 m 1 80 

0 0 GT2 O-frmcOM'bftMZ LT-tS»iR<Z>Bfe*fc X 

h. ttdMtrfcL *0. lmltil§il, fUSA 
SO. 4m ltfmuZtlfz. 

i. Xf y7°f tmt, 
j . -X- ; f'y7°gi:|5l to 

k. Blzmi&ttM'mte. 9. 5M«iO. 0 84m 

1 TIM? Six (i^lSli8Mtiit^. ) . 7j< 
0. lmlfci^'SASO. 8m 1 t^WiU^ti. ZLT 

mm^x f v r f fc tJ 4 i 5 LT JMt S . i 

1 . Afc ±tf Btefctf4SHHM4, *0 . 2ml -C» 

iSSftJt, !Sili8 0 0 0 Gt3 OiMllWjftWMitc 
«t oTRTiftt ( s ) H^itPPJStt ( i ) IfthMHf 

§tu fUs ( i±, o . o i m >j >m. 

^AlSWItP H t Six* LTlfiKSft^o 

m. n» (ttjHto ii, ar^x o iztx =t 9»r» 

tt£3ii& : iB^{±m*T-8Mt$ix, *L"C£*U± 
0. 0 lMUy^hU l 7A^»^pH7tC*fLT<?3@ 

n. mMMaAisXifBte. 7t'jy7xy-;H5It 

(3, 5R35ri:fcPRPffitt**T*36*. BtiAj: 
[0042] 

ngPRPgl:X//g^^^y 



CRM 197 - PRP - S# 2 , A 
CRM 197 - PRP - S # 2 , B 
o. Ifflg^AtSitfBl^ V-iff-A— fe.yy -fVt- 

DT, 0.5/tg/ml 
DT, 5jUg/m 1 
DT, 50/ig/m 1 

CRM 197 - PRP -S #2,A,50 J ug/m 1 



0.038 
0.50 

(DT) bLX^m) icHLTKBSJifc. HTt=* 
t*LV^Stt^*-ra*\ BI±A.fc!Jfc»4*asa<Wl. 

A 4 00 SD^^gDTSM 

2. 43 

2.56 

1.93 

0.9 6 

1.2 5 0.52 



(10) 
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CRMi 97 PRP -S #2,B, 5jug/m 1 

p. WKftA*J.fctfBii x l 6^g^yA7fiim 

ITS a ^S^fcaMlSifU 1/^4*13*^6*1 

4fci^7fyrb*v^ h' co^^att ± o x m%m 

) tfc^T, 3@«0. 5ml&Sf 



1.67 2.0 

Wit is 6 atts^- J: at. DTtcstf-ft^r^tftc 

PRP fc <*>T*> -> . J3i»W 
BSHiWi. crm 197 lWBHirca»<«#t ! 5:v^««fctJV^ 

[0043] 

6 g 









m 


93i ioa 


111 


5 


A 


PRP, ng/m 1 


47 


60 


210 


13,500 






DT, A 400 


0.136 


0.168 


1.28 


3.81 


6 


A 


PRP 


21 


25 


19 


420 






DT 


0.072 


0.049 


0.262 


3.23 


7 


A 


PRP 


< 20 


20 


2000 


10,500 






DT 


0.155 


0.134 


0.155 


0.676 


3 


B 


PRP 


< 20 


27 


1600 


4900 






DT 


0.075 


0.061 


0.227 


2.45 


8 


B 


PRP 


23 


< 20 


2900 


26,000 






DT 


0.065 


0.023 


0.231 


2.07 



7 . mmm ■. prp ^Mft/hsa ?7^y>« : Jy 

a. PRPD-y t-2 OOjgMl 2m 1 0°CTH 
CltO. lMfc Six, ^'^xly^xapfCHtaft 
6*x£ (0*) . 

fifc. 

c. /h*co^tfce-fe«onn>f x-x/l-T- 

d. A^frt - y';UP 1 0 (^S'-f 77F Avn 
—KV—'fv F ) ii 0 . 0 1 MH^Ty^-^A^-C^ 
Sfrfk§*U ^-LTltfSl . 5ci^07h/77^-^ 

e . mmM^tvtdwm**. 1 . 5 m 1 -cb**i3 

*l-f"LTNH 4 OHT'^ftSixf^ ^«^«# i f£#5A 

f. 2. 0 — 2. 4C0Ve/VoJfC^Fai-rS7 5 

bam*66*u Ht>v s fcifrfeS^tfe. 
XxvT#'$Bg£*l.*:. 

h . Mtt vsll D - 'J tf'-X-CUPHtS 

*utr/i'*utt^^^ry«% (in ) HtfffiSti-sT 

&S§*L:t^fc*gft4 7jUinol <7>jl3C»iStt**tr4 
m 1 5D^2r#§3t^tc, «tSieS5fLS*fP§ft!t. 



PRP - v s 77^yh^y7f l J7SK, gc^ 

m_ 

isrwywKt. ^mmmiz&^ximt txm^ 

( 1 ) DTx-ftiy^f'Jrm 0.yf 1 

9 7<I»5MJ-X [ Massachusettes Public Health 
Biologic Laboratories ] *>6f§6*u£ 0 gB#6M£#l4 

AXyM7-ii, U77-SXh'J- , 9 : 891 (19 
72^) [Pappenheimer et al., Imraunochem. 9 : 891 
(1972) ] CDjjmzX-oXV isy<&t£&T{iZi3ft&tiHl> 

^^ymMizi.-oxm^tth. 

( 2 ) DTd-fitBJO (jEsSSr) bdfy^f N\ n-y hD 
CP-2 7 

(3) CRM 197 -mm9>rt99?MJ&Wtite3&k% 
[0044] *£*t£tt&T<>M»l 0 T*#> £ . 

pH8. o ) fcit/PRPvs^ mzvk-tm&izte^x 
mm *ywst mmm prpvs 

(1) 30mg DTx 0.24jumol 20jwmol 

(2) 30mg DTd 0.24jumol 20x<mol 



(11) 



SHIT8-2 8 3 28 2 



(3) lOmg CRMi 97 0.08/jtmol 6.7Atmol 
Tizmt LX^tl&i. olZ^ 2%w/v NaCNBH 

[0045] 

jj M 2% NaCNBH , 

( 1 ) 1.2ml 

( 2 ) 1.2ml 

( 3 ) 0.4ml 

c . m&l±3 1°CXA >*x.K- b Ztltl, 

d. 1 4BaC Mffi^KT>'t-' J 7A<?34^SS 

APK&n $ itfc . i *i £> eof&iSMte o °c t 3 b^Wc 

*U &fc9 0 0 0 GX2 O^HBBS'WJ'KSiTJt. 

e. «(1 *tt«7 O^IBftflKKTV*— 
10ml ^-etl-ffLfflV-it 2H^$fL/t„ 

MTIMI^tU L-T 0 . 0 6 7 M 'J >Mi- b U VJM 
IIpH7. SlzttLXWRZixfii. 

[0046] s&ffrg)*zk^: ij ^Ma 

a. »6#fct3 4>fcO. 0 2 5MU^>-**fc*tr 

& o-r-fc & y >mi- h y Attffftbtt t r $ taw 

b . V 'jy^o. 2 %v/v <7)ft*^lJS4 TilSjD 

c. ^2 4°CT"1 7HF^yJfa.\- v-g>-<7) 

[0047] aiRw^giaaiHt^#a fefto^iH 

a . ^ggit y ystt h y ^«««fcti(t*fiiK» 

HE ( 1 ) — (3) (i, 0. 22S?ny rsu- 7 ^x 
[Mi Ilex] j 7 >y b (5U*T n-jJO- 

-y 3 V [Millipore Corp. ] ) £SK££-fr£>:fX,. -ft 



fU: 



b. ISKftJin— >J— & [lowry method] SrfflWt 

9 9 mzm Lxm^ztLtz. 

1 %w/v j^gco 1 / lOO^it =3:6 «t 5 tcjSJaE+ta 
XZtitz* 10ml c^HfyT/l^ftiflfiSfecOJtfttJR^ 

7f<7f^7'-fe7f, 17^/-/1 5^h'J-X 
[Multiple Additive Set, Travenol laboratories] ) 
*JDtf+it£>*lfc. 2m 1 ^^Xil^WcStL. 

[oo4s] a±fea»t^a^g 

a. 9 V> ^9 gW^^2tvX 7i-[ -^-a 

3 H-PRP 



PRPii'J*'^- yt'l — ;t- *X7x-b<^>li}KL 

(tca) fc±r>TifcW«rififrH#tC:fefJ-4**7x — 

bcvyt&mmz. ?yA7fl^pRP75^y[« 

IX 0 a^-OfeiS^tfCS) So ?yA7fl00jug^ 
MtSty7W s 3m 1 Ogi(;jjUtTCA5%(: 
fft£ *Jifc:2 04H8IfiS^S*L, -g-LT4°Cfc*5 

^t2 00 0xgtl 54HSB*lMHtt§:tofc . ^Mft 
14. 5%TCA<^SlJ<^3m lTifcrf^sfU ^tCX^y- 

7x-[jii*x7x-[ (Pi) fcrsaft-rs^tot; 

MfcStU -tLXUP Hi. i-x.yh, Ti-)V. *r 
A. ,28: 1756 (1956^) [Chen et al., Anal. Che 
m. , 28:1756(1956)] <7WM£fc:.fcoT£*3*lfc. 
(4OT<7)a i 9TS).S.o 
[0049] 

prp wmwhsl/ 

n mol Pi/ ^>^^^© 

(1) DTx-PKPvs 0.11 6. 8 

(2) DTd-PKPvs 0.10 6.2 

(3) CKM 197 -PRPvs 0.10 6.2 

b. gft&awfrftgf 

(ME - SDS - PAGE) 9, -f-ft-f ftCOtfJUffl 

* * w \°? flNKfl) k l£//CH t y;Wc*J v >X ftffi £ ft 

[00 50] DTd - PRPvs(4, DTdi |5pBHC ft 
^46 1 , 0 0 or/l/iyt«MA*yKS:^Uc, <! 
n.(C*tt. DTx - PRPvsfc j;y'CRM 197 - PRP 
vs{4 , 9y^9Mt (4* i: Sr 9 M3r hheyXfo-rfr, 

(4%T? U;irs b - ) <?5tt«>fc:fcL<«tfifcfcSv^i 

4MBy^ ( i o%r? y;bT5 b ) ^fe^tcm^^it 
fc. itt^^. a^*t4. js^<^;i-vy>'^a*^io 

£ 0 DTd - PRPvsl4*fcVK4>3& s OWfeUfcflrtIt 

c. g yA^fl i maa o gpp r p Kiasa 

KPRPfit^^^t-^^^cOffi^tOtgjj^. PRP 
a>y b 1 9X~miEZtlti, b btiiPRPtiilfil»t: 
MPRP Kf^)ffljhfc: «t -5 TiBJ^§ . (^^t; 

Wfe^ y ?-75/> > b«4. iaiH 1 *^ y 



ng PRPSM/' 



(12) 
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pbs «aa 

PRP19, 0.5ng/ m 1 
PRP19, 5ng/ m 1 
PRP19, 50ng/ m 1 
DTx-PRPvs, 

5/xg ^ W^W/m 1 
DTd-PRPvs, 

5^g ^ WN°^W/m 1 
CRM 197 -PRPvs, 

5/*g ^ W^W/m 1 



jet gffW^W 



(0) 
6 . 

3 2 
9 0 

2 4 

4 8 

3 8 



0. 5 
2 . 2 
1 . 4 

(ELI SA) 0M±1Z£r>Xmfe'&tl 

fflv^fcHtDTdfciioTlfEiES^ii. 
[0051] 

jug DTdS*/ 



y m 1 
'm 1 



PBS MM 

DTd, 5jug ^W^W/ 
DTd,50,ug ^>-^W/ 
DTx-PRPvs, 

50^ g 9 W^W/m 1 
DTd-PRPvs, 

50// g j?yA7fi/m 1 

CRM 197 -PRPvs, 

50// g 9 yrt'Plf./m 1 

**£0 D T x 4 h U yjaairts i TftkcoM-S 

mmzx-yxm^mzmLtimmmztifZo o. oo 

2/zg*3«fctfO. 0 2jUg<5DS#*C. DTxIifl^ 

-PRPvsfiO. 2jLtg3& s DTx 0. 0 0 2/zgtfI 
HSPL^ (*-&tJ:SJSetrt5{tS 1 0 omcoi&m) k 

L&a^fc (DTxtMLT^5:< 1 1> 1 OOOfSo 
«) o MftDTd - PRPvsfcj;yCRM 197 -P 

g t a a p r p afrg^^m^ 

SHU. 'jy»7^S-W7yaA>P (0. 0 12 
5M Al, P H6) bW&ZtL. 0. 5ml^W 

ft/EI&g [carrier priming ] j SftfttfOfcfttfiSS jffllfc 

^1-7) !i3@a^gi^sc. 'j?*<bi>i 



(0) 
24 
5 0 

4 6 

5 8 

2 6 



0. 68 



2. 1 



0.11 



Oju g/m 1 C0*flf**LT. JKffi^-^tfcftSfii 
PRPilMLfc. fiiMCRM 197 - PRPvs. fcj: 
VDTd - PRPvsit DTd? r ft[II^fc!S£ixj 
**^fc2E^1f^tfcV^TS6fcW»S#tfc. -ft 
(^^7-1 0) it r^m^s^j i^^fcts 

g. eli sA^j:oTtfa§iife, mi^r^iiztm 

^ (7-10) ^DTdSMSffiW^'*!) : 

_L#(i 2 0 B coaftf 10fflft5±V3EIB ?>aat 

if yr;Ui. JMJPgfffit LX?)V4 F WJnw 

h [Fluid Thioglycollate] ( t*— X;^ tf^n^ 
fy^- 11260, P7hD4D LKL [BBL ca 
t. no. 11260, lot D4D LKL] ) £Jfll VCSA^S 

[0 0 5 2 ] 8. mMM-.fflJilzisw&vp^ykLX 
Wyr-VTh^VJ P6±i;crm 197 fcn-^utp 
RP77 ^yf« 

1 — 2 rtO^Stfigk 7 ) 8 AoajigcD 2 o^/^~7\ 



(13) 



SHIT8-2 8 3 28 2 



« . iilTcoJ; 3 testis i VIS 2 0 g </>AIMI£S 

SHS*ifcCRM 197 - PRPvs^oaWSrStt (&JS*4» 
t^yA7l2 5jwg, STW) . ^'Vi—riitA MM 
c0lW<I*5^Tji^.-g. id^DSMSfL^DTd - PRPvs 

W) . 

[0053] fW^BWftfcfcvvaa, ABHtaiuilMg 

S'-RJBoSWUcH LT 2 0 4H8W»3 . m 2 tfOBtt 

S 7 H 
PRPvs<7)CRM197 £J:0/Eit 

v?i~> m m a m 2m§ 3_mi 



CRMi 97 -PRPvs 


1/8 


0/8 


0/1 




0/8 


0/8 


0/1 




1/9 * 


2/9 


0/1 




1/9 * 


1/9 


0/1 


DTd-PRPvs » 


0/8 


0/8 


0/1 




0/8 


0/8 


0/1 




1/9 * 


0/9 


0/1 




1/9 * 


0/9 


0/1 



xaata "fffiimcomcDwmte 1 ±1/2 xnx-fo-o 

tz. 

[00 54] 7')V—y°\u (A M<7MtfLX*<7) t J7 ; rVT 

Ji«CRM 197 - PRPvs^^-J-y^Sft, fl^DT 
d - PRPvsV^A^Stt^A^Jfi^tf&^T* 

4. 

[0055] 



[0 0 5 6]CRM 197 - PRPvsflSHJaWL 
^iE**ttE J FHf«atf5lfet, ( 9 9. 8F° ) 

DTd - PRPvsAIMfWSL MH^lo, 2 
[00 57] Jfafcffiflsjgg 

P R P fcW4Jftflc«r y'7f 'JTb^rV/K tit 

-rs 1 gGSEfw*aBesnfc. crm 197 - prpvst- 

(T>l-mmMk. -IL/cRPRP)£§A^-y^i^ 

L£±#NA 2 HI B^a»««fc31«*>i'3&»fc «fc "3 AS 
arJJM*, fUlo«3 HI S^aSAOf^A^AJ^ 

iXhtz&Zti&hcQZfrftiOMttz. SiiLXfQ. 15 
u g Am 1 Of^S AS j|» 0 MAAl^/l-A A£ f) 



Mi.tzl>cr>X*foifz<, Mibt>ihtzl&&l$. PRPCO^C 

n^hmmmm^mum^^xhh 1 
m<n4A<nwmziiuxmm&x'fo*), * tx^tth 

i04AtCfctt-g,ftl^fIiOS*Ti|) (8. Aus/ra 

1 ) iA PRP7^fyw«l2-l7*i!KM 

vrh^vjY? y^mx-^mmiz^imf matat 
wzmm t tzmitzm&^vtz . 

[0 0 58] y^fyrh^V-f FK^fAS I gG» 
a, 8AW£c/>5*>6A MB<7>-SI5fc L 

fc:tjv^«iniLfc. mmfai/^ut. u$umiittz± 
%<tmnLfzvx\ m^fitz"fmmm.m^mn^mm 

( 1/1000) fA Afi^JtAlgH^AA^AAA^ 
[00 59] DTd - PRPvsT"c7)A0jtgSflL IPR 

mzmwLtz. m93nsm) . u>a^<a £<jss 



(14) 
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4#fl»> ^LTlAt O^&lfti, 30gc7)?± 

» 8 



[0060] 



CRM,,- 









faPRP 


I gGKDT 


1 


1 2*£& 




2. 


0 


1 . 


1 






1 HBSt 


4, 


5 


> 1 0 










1 8 




> 1 0 




2 


1 3#£i& 




< 0. 


0 0 6 


0. 


3 8 








0, 


0 4 0 


1 . 


7 








0. 


3 5 


2. 


2 








4, 


8 


1 . 


9 


3 


1 4*£iS 




< a. 


0 2 0 


4, 


5 








0. 


1 2 


3. 


3 








2. 


0 


4. 


3 


4 


1 6*£*& 




0, 


0 2 5 


0, 


0 6 








0. 


9 2 


5. 


7 








2 9 




9. 


1 


5 


2 7 #£#6 




0. 


0 2 5 


3. 


0 








1 0 




> 1 0 










5 8 




> 1 0 




6 


Z 9*/3ft* 




0. 


1 3 


6. 


1 








2 Z 




6, 


9 








1 8 0 




7. 


4 


7 






2, 


2 


6, 


5 








2 8 




> 1 0 










5 0 




> 1 0 




8 


3 0#£i& 




1 , 


3 


4. 


B 






llalStt 


6. 


5 


1 0 










7 8 




1 0 




9 


i a*£*r 




0. 


3 4 


3. 


1 








1 . 


4 


> 1 0 










8. 


2 


> 1 0 





* CRM,,, ■ PRPvs©*5®^^ JTO^fctfctfS^^y T h + V-f W<£ 



[0061] 



(15) 



8 3 2 8 2 



m g a 



DTd - PRPvaKaf-rsjiLttJSg 

1 1 2 

2 1 2 #JiA$ 

3 1 3 

4 1 4 

5 1 9 tiSU 

6 2 6 rttft* 

7 27*£*$ 

8 2 8 

9 1 8 fiMm* 







Mfat&fatt g/m 1 






ftP RP 


I gGttDT 




< 0 . 


0 2 0 


0. 


0 6 


i Haft 


< 0 . 


0 2 0 


1 0 






< 0 . 


0 2 0 


1 0 






0 . 


0 5 5 


0, 


0 3 


i lit 


0 . 


0 8 0 


3. 


1 


2 islgft 


1 . 


8 


1 0 






< 0 . 


0 0 6 


1 . 


1 


i 0gft 


< 0 . 


0 0 6 


1 0 




2 §lt 


0 . 


0 2 3 


1 0 




3 0lt 


0 . 


1 2 0 


1 o- 






< 0 . 


0 2 0 


3 , 


0 


1 iBlSft 


< 0 . 


0 2 0 


5 . 


1 


2 Hi ft 


< 0 . 


0 2 0 


3 . 


8 




0 . 


0 B 0 


8. 


0 


i mgft 


0. 


1 2 


1 0 




2 [Hgft 


0 . 


7 6 


1 0 






< o . 


0 2 0 


6 . 


9 


1 EUgft 


0 . 


0 6 0 


L 0 




2[g]gft 


0 . 


9 4 


L 0 






L . 


4 


B. 


1 


1 0gft 


7. 


4 


I 0 




2l°]gft 


2 I 




1 0 






< 0 . 


0 2 0 


8 . 


7 


l Hl@ft 


0 , 


6 3 


1 0 




201^ 


a . 


0 


1 0 






l . 


9 


□ . 


1 1 


i 01^ 


2. 


9 


1 0 




s Eieft 


1 1 




1 0 





[0062] icoHtfeMli. "vt:? -f ■ 4 >-7;kx 
*j<50^> Ll^tSr^-ftOT^-S),, CRM 197 -PRP 

[0063] DTd - PRPvsiiEPSIcOj; OiS^iSi 0 
Sr*Lfc. *a^riJ H J(4, CRM 197 - PRPvs^'M 
T^tl)5«(:*fL, DTd-PRPvsll itcob 
* V 4 K fc »Htf>#— iffl&JBfc: is \ itefiPltr 4 fc 

9. : X h 1^7 h J -y ;»X • -^-^-XCPjlEI 

>7!V3^V4JrhtWMLX^h» <e«Sg%— Mix h 
l^T h 3 • —y.— ^—X. ( S p ) jflL?fM6 [Stre 

ptococcus pneumoniae (Sp) serotype 6] T"<fc&<, <1 



4 ; Jt—X, m U2m. W> 923— 1980^ [Gray 

et al., Journal of Infectious Diseases, Volume 14 
2, pages923-33,1980] ) . 

[0 0 64] PRPt,ZfflLXW^t>tl?zT7°u—j-tf£ 

?-75^yf(i 9fi9Wfflan*^fll(= J; s p . 
6 (AM/7>3 7*X--a-^x MI6)i> 

SpSi^y?-fcj:t/'CRM 197 Hg4r«>S*tM-n. 

[00 6 5] MK*°'J V- ( C P ) 3&>ibcOig7C7 g^2< 

1. Sp. 6cOC PC0-9-V77P (^"— -y^A ;5M 
76A, -f — 94 VV— [Danish type 

6A, Eli Lilly Co. ] ) D - ^=J— AVWM-ftZ 

^ty77f (III ) WtmizZ-iTmitmizML 



(16) 
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xm^ztifz, 

2. >MV~/7 Xf^\ tR 0 . 6 6ml X-mMZtl 
tSp. 6CP 3. 3mg£^-;i£>tlJt, dCD-fyr/U 
tiO'Ct&^fU 0. IN HC 1 0. 073ml 

C P 

sp. 6 i o o °c xtm g ftfefflg 
o# 

1 Oft 

4 . Sn*^«S^fcW^ («£i:fflv^^2% 

£b$k ) imm^m^tLf^ mmiz. 7ico . im i t- 

[0067] CRM,,, f\CDMS 

i . ¥mmz tifztiufcftmmz , 2 m u >-ia# u ^ 

Ai^»?gpH8O0. 004ml. fci^O. 0 1MU 
HJ^Aiffff^pH 7^0. 2m ltf»tJg»S*L 
)tCRM 19 , migjft&D^Joflfc,, #^fL^ H t ^(±. 



3. KW4»JR*JS«f^l 04HBHIS*i, <»co*c 

[0066] 



*£§*U * LT?J<0 .05ml "CfflKSStot 
(ll^MO. 0 6 3ml). 

2. 2 0 0ms/ m 1 +h U WyT/^n 
A-fK9^b*0. 0 0 7ml tfiMt £>*U t LTiKMK 
Mi 3 7 °CT" 1 8 HHK h £ tlfz . 

3. 8 0%iSftSitigry^- T >A (SAS) 0. 6 
m l tfiWM^iitz. 

T 8 0 0 0 G*C 1 54MB»t*iHBS*l/£ . JiS^t^m 

5. aXMU, 0. OlMyylth'J^AtpH 
8 tdf WSftfc 80%SAS0. 6ml t^OSJS. 
iVMtUCfK 8 0 0 0 GT 1 5^<75»&iHi£.fcr> 

6. ifcMfiO. 5M Na 2 HPO, 0 



>3 5 0 

6. 5 

5MgiO. 2m 1 XMMZtltz, 

7. S A S 1 m 1 mux. htl . iWji^f 7 7°4 

t mmiz LTMMZtiz uxf 77-6J: ihj«cc ixm 

8 . mmm.it s o o o gx- i 5 4Mffi»(MMt3 ft. 

9 . ±}f Aa5ti^-gt§ ix-eLTO. 01MU y 

h V ^^mmmp h 7 tc*t lt 4 icTSWfSftfc . 

10. CRM 197 - Sp. 6fcPf|j?$;h,£, £05j*Pr 

-mmnmztuzsp c p^^K*^*s^i?aiht: 

J^^SpMtt (»3lifc45^-CPRPtl8Ui^: 

-^f'Jrb^y^f b' (DT) A^)ffi'*IS-&f5ffljttC 
J;0CRM 197 fiiMtt (CRM 197 -PRP-S#2« 

imcoxr-'yy'olzm^xm^tz&cDtmm) , 

-^f'JTKV^H (DT) '\^#tS-&0>ffijtfc 
iOSECP^HKIRttJcWLT (CRM 197 -PRP-S 

#2^fEK^XT->y7°P^^-Cif^?t^i7)t|5]«S) . 
[0068] 



H__!LJi 

CRMi 97 Sp. 6 



0 2 
ngCPSi/ 

0. 4 

1 0 g 



0. 36 



»fcl:t/CRM 197 

14 c - cpw^-tyb" 









8MB 


loan 


nan 


1 


S P 6 CP, 25^ g 


6 


6 


7 


7 


2 


w 


6 


1 3 


1 3 


1 1 


3 


S P 6 MB, 25/ig 


4 


1 0 


1 2 


1 6 


4 




8 


1 2 


2 2 


2 1 


5 


CRM 197 - Sp6,25/jtg 


4 


6 


3 0 


4 9 


6 




4 


8 


3 0 


54 
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"16L?1I2 5ju 1 3&n*C - nmtCp 2 nC i ^-{^^-hg^. 



10. nMffy : c rm, ^{zm-hWivmmzx oa± 

fe. #«tt«MItty 7f U 7«C RM, 97 CM 

»t J: ■&*St<?5*fN±3IK^' ij7-(PRP)75/> 
>- t-fflo£i|j|£: 3yl n-;l-T 5 . 

[0069] m^mz. y ? yi«sst7;ift 

^^M^ft^M <i 

< 1 

xyKl^fyy (LAL) < 1 
ijWX(Kd) <0. 

<0. 

PRP77 jTj* y h o^jfeTJ S 

a. PRP ( 5-7mg/m 1 ) 4 °Cfc:?£ 
SB 2 M« U ^ItSSf »M ( P H 7 . 0 ) StSsJD t 
T 0 . 2 MO U y K1S fcLfc. 

b. p< ?Ji3 ^SlTf N U ( 0 . 2—0. 3^E 

/p i o 4 prp) s Ajata^ L^'^asjo 

c. RJJ3§M£H 1 P304j£* (757y, 30, 

250ml <©«»*tr4iiii!fe»ufc. H 

1 PIO^S* (7Sny, 10, 0 0 0Mw^-y t-^7) 
SrfflWtKWI^Lfc. 2 5 0ml <0#B*T 

4 0©U:. •oV>TffiSHB»S:m 1 ijD PRP3 5mg 

% jg < 

14 36.5 41.0 

15 24.1 32.5 

16 25.3 24.5 

17 25.4 22.8 

18 23.2 20.2 

19 20.2 19.0 

20 20.4 17.7 

21 16.1 16.0 

22 11.7 12.3 

CRM-PRPS^ 

a. CRM^W^f^, 0. 2Mcr>V>M-fh>J 

^ ( p h 7 . o ) izwm l , ioo m 

g/ rait Lfc. 

U Ii(¥^DP20) £CRM^W??frt» 



< c RM(7) ij i;yaatfc*j v>t c r m b U# 

* . 

[0070] PRP CRMi^#77fyf«PRP 
7 9 V h tz^Z\m PRPti:, or 

. 0% 
. 0% 

. 0EU/ /ig PRP 

3( CL-48) 

6( CL-28) 

^IStK V^POJjvl' ^ y ~}VH £ UfT)Vf] !Jtt7x 'J 

J: r))M-%*f}V (Biogel) P- 100^7^(0. 7x 

2 5cm) ±T#*fLfc. ^WSJUfi, 

¥^DP*<J2 OTDP 1 5~3 0$r^nr£^fWf J: 1 ^ 

[00 7 1 ] BHUBSJ: /b*ufe3tlt>KUv-75 

tPRp^z^A'.yfii diitiHia^iif^n, ^ 



12.7 
11.0 
13.2 
14.4 
13.6 
11.9 
9.3 
6.7 
7.2 



A>yiH3 
5.9 
9.4 
11.8 
14.3 
14.6 
14.2 
12.4 
10.0 
7.1 



c. ^ M» *?2±i/TJ 1$xu\A Y^A Y (0. 5g 
/ml) (1 Ox^/WgffJ) Sr^JnU JBSfcS^-U 
3 7°C-C3 HH^f >^^- M/t, 

d. fhiJ^^nA^f H^>f M10 oxjl^: 
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e . m y £fo$: 1 0 ®CD 6 M<?)«J|FC*« 
SWIPU ;o?MJYM-3 0 (3 0, 0 0 0Mw#-yb 

it. 

mum 
C RM-P r p^^^a^ 

PRP PRP/CRMJt 



[0072] 



ill 1^(4. lft§^PRPOl^WN'7fi^(7)P 



PRP/CRM it 



Kd 





(jUg/llg) 




(jug/ug) CL-4B) 


5 


2# 1.0 




0.25 0.27 


6 


2* 2.0 




0.62 0.31 


7 


3# 1.0 




0.38 0.36 


8 


3# 2.0 




0.57 0.44 


9 


6# 1.0 




0.60 0.48 


10 


6# 2.0 




0.42 0.48 


11 


7# 1.0 




0.27 0.30 


12 


7# 2.0 




0.42 0.48 








<7)m. $: 0 




a. CRM-PRP1t^-#;2rO. 


8 S^nyo^t 




o. 2 2i^uy^y 


e . 


y?^y£o. 2 2 ^nycoy 4)V-9-^m 








b. K8**5ttWfc:lls*U n- 




f . 


L s 4»o 5 . 5m 1 £ s ( 7'>;i^' 






H^, Wheator ) -CflfttU ^ffi LT 2 — 8°CT11t 






SLTMI^^l Om l^7Xt>(: 




. ml^050 










[0073] 


d . WM-&M.ifc¥<r) 1 %f-^< u*t)V (Thimerosal) 


















PRP 




tit. a 


(/ig/m 1 ) 


(jug/m 1 ) 


Kd ** 


5 


50 


12.5 


0.27 


6 


50 


31.0 


0.31 


7 


50 


19.0 


0.36 


8 


50 


28.5 


0.44 


9 


50 


30.0 


0.48 


10 


50 


21.0 


0.48 


11 


50 


13.5 


0.30 


12 


50 


21.0 


0.48 



u-^wa^-c o . 



0 l%CO 



9% NaClfcMO, 

MzWfiaL. ZCOy°]y— hi 2 0°CT2 4l§|iH 



pbso. o 5%h^— y^^^^co— McowSi 
v— Tlx— hco^x;W;2fi-f : o3sJ[iLfCo -owe. 
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[0074] 



1 2 a 



p r p - c r Mtt^flapiflftgftiaBte 

fttPKP mi? h^V-f p 



■7^> 
PRP 

DT-Mass * 

Byh 6» 
P y h 7# 



(1) 

1.5 
1.1 
3.3 
2.9 

ys?3/y y? 



(1) 
87.0 
57.0 
9.3 
8.0 



A F, n-y FDcp2 7 

Il2i«f-^ll «7^f->-£0«^coa>y T^sSiMf 

H_ 1 3 ^ 

PRP 



xeF-Tii&t OSffitTfc^-f. 4>tdE*> l 9 J ^r< 

Hi 3fl(£. 2 S^gOy^y-TO, l&il^Sia 

i omss^J: 3 t=7-x^-^tg&iiiP RPJ^?|^£- 
J ?-;i.g>c:i:2:^rr. )SBE 5 3:fS:PRPJt£J¥36«2 5^g«it 

b . ?7X 

^n/^imi. HV7-x^-nrt^sPRPjE^ (t 1 ' 

[0075] 



C RMlf-^#;c7)a^ con >y F l:*^ & 



7^fyo7 F 



oarai 

ju g/ ml 



/<g/ ml 



3 mm 

U g/ m 1 





(GMT) 


(GMT) 


(GMT) 


5 


0.1 


0.23 


7.56 


6 


0.1 


0.38 


2.86 


7 


0.2 


0.86 


9.70 


8 


0.1 


0.87 


7.61 


9 


0.1 


0.36 


3.88 


10 


0.1 


0.92 


1.84 


11 


0.1 


0.21 


5.01 


12 


0.1 


0.31 


2.33 



MSiftiiitl) D,^t/(Hib)7^fy 

*^: : 5:M'JRJC5^StJEi*LT^^o^. Hi 4 SI <* 
Wilis, 7iJj;y*2y^) tftft*w;, £*i 

£>£fiSlMU PRP-CRMt-^(£(7)2 5/ig£7)Sm 

i mt tt*. . 6?% < 1 1 2 o #ias89s l . t^wmco 

[0 0 7 6] 7^fcJ;t>'2^- J E<9:7'/F— 7tO^T 

f 14 j 
2 5//ggQ 1 7jyf-y^>tf-j-&6iPRPiit#:iE^ 



m^iofzub izmaa.% tifz, m 1 4 rn.fr t> s «t 3 t , 
tr> iAfacDmmcoMto&wmztifz* ±x<dwjlx\ 

KPRP fiitttfOjSSS: l^/k^H 2 ^ffift^ 1 — 2 m 
X-Wm 3 *Ufc . 2 ®CD%&imcr> 6 4rfl»WttietiJ V * 

[0077] 



2BM 



(20) 



8 3 2 8 2 



1 ft 6.53 
1—2 H 4.54 
2ft 0.25 



18-23 84 0.40 

7-15 88 0.15 

2-6 30 0.17 

MMM^mm (PnPS)tt ^3*ifcM<?Mi3^* 
R^bU^i:3 7 , CT9 04HaiRlBS-fr. owc-fey 
h'Jny-10 ( Centricon-10) P^hriS^B 



1-2 ft 
2 ft 



18.9 
1.23 



[0 0 78] lft§ft.tPS(i, ^giO. 75ml^ 
^)4mg^fflh^y^ FU7 bDc P 2 7fe±t/l 0 m 
g^)NaCNBH 3 3 7TTT P H 8T*3 BfSJKJE£i± 

BWry^-^A-cafe^Lfc. PnPSfitjgiiiid:. P 
nP S&J;tP 4 C«fiPnP stmt MftLit5rfflU 

[0079] 



^mw, (Pnps)^ -yry 



PnPS 10m g PS t h 1 0 4 

?4 7° ^mol 

3 50 
6A 4 
12 4 
14 6 

23 4 



# 77'J y^KJ£f^^^^«lB* 
o.i 

0.2 
0.1 
0.1 
0.1 



(51)Int.Cl. 6 

A 6 1 K 39/102 
39/104 
39/108 



F I 

A 6 1 K 39/102 
39/104 
39/108 



(72)%0JM xh-, Pt/VF 

TXV*r&HB& — 3-?JH 14623 

F^^fy 297 



